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- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )□ Responsive to communication(s) filed on . 

2a )□ This action is FINAL. 2b)£3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 43-76 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) D Claim(s) 43-45 and 56-76 is/are rejected. 

7) D Claim(s) 45-55 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) L~H The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 

Claims 43, 45 have been amended. Claims 60-76 have been added. Claims 43-76 are 
pending and under consideration. 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 43-45, 56-76 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a method of treating a patient having metastatic 
melanoma comprising the administration of antagonists of ETB which are peptides or antibodies, 
does not reasonably provide enablement for a method of treating a patient having metastatic 
melanoma comprising antagonizing the ETB receptor, or a method of "preventing" metastatic 
melanoma in a patient diagnosed with melanoma. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and use 
the invention commensurate in scope with these claims. 

Claims 43, 56, 60, 62 encompass the selective antagonization of the ETB receptor, which 
is broader in scope than the administration of ETB receptor antagonists. The specification states 
that the melanoma cascade can be blocked by both direct and indirect mechanisms and 
contemplates that the ETB antagonist may include agents which block the activation of a 
caspase such as caspase-8 (page 24, line 28 to page 25, line 4). The specification further 
contemplates that catenin proteolysis resulting from ET-l/ETB receptor engagement may also be 
specifically blocked. However, the specification fails to teach how catenin proteolysis resulting 
from ET-l/ETB receptor engagement can be the result of a selective antagonization of the ETB 
receptor versus the ETA receptor. Bagnato et al (Cells Tissues Organs, 2007, Vol. 185, pp. 85- 
94) teach that ET-l/ETA receptor engagement in ovarian carcinoma cells mediates the reduction 
of E-cadherin and the localization of Beta-catenin in the nucleus rather than at the cell surface 
(pages 88-90 under the heading "ET-1 Axis in Epithelial-Mesenchymal Transition"). Thus it 
appears that ET-1 results in down regulation of E-cadherin and loss of functional beta-catenin 
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when either of the ETA or ETB receptors are engaged. The instant specification fails to teach 
how specific ETB antagonists which are interfering in the downstream effects of the ETB 
receptor can be specific for ETB in light of the overlap between the downstream effects of the 
ETA rector and the ETB receptor. Bagnato et al teach that engagement of ET-1 at the ETA 
receptor leads to PI3-K to ILK to GSK-3beta activation, which leads to down regulation of E- 
cadherin and loss of functional beta-catenin (Figure 1), which corroborates the teachings of the 
instant specification with regard to the effect of ET-1 on the ETB receptor. One of skill in the art 
would be subject to undue experimentation in order to provide a specific ETB receptor 
antagonist which blocks the activation of a caspase, blocks the activation of a catenin but which 
would not block the activation of the same said caspase or catenin resulting from ET-1 /ETA 
receptor engagement because it appears that there is overlap in the downstream signaling of the 
ETA and the ETB receptors, and that both receptors result in down regulation of E-cadherin and 
loss of functional beta catenin when engaged by an ET-1 ligand. Thus, interference with the 
downstream signaling of the ET-1 /ETB engagement by agents which inhibit said downstream 
signaling at proteins which were not ET-1 or ETB could not be attributed to a selective 
antagonization of the ETB receptor. Further, the specification fails to teach agents which can be 
administered to individuals having melanoma, wherein said agents would treat melanoma by 
inhibition of this intracellular signaling pathway through the ETB receptor. It is noted that 
antibodies bind proteins and can inhibit the action of a protein, but antibodies are not normally 
taken up into the cytoplasm of a cell unless said antibodies are targeted to an internalizing 
receptor. Thus the inhibition of a signaling cascade similar to the one set forth in Bagnato et al 
Figure 1 would not be amenable to the use of antibodies which bound to PI3-K, ILK or GSK- 
3Beta, because said antibodies would not contact the target proteins in the cytoplasm if 
administered to a patient with melanoma. 

Claims 60-76 are drawn to the "prevention" of metastases in patients already diagnosed 
with malignant melanoma. When given the broadest reasonable interpretation, "prevention" 
reads on the complete absence of metastases in said individuals. It is noted that the specification 
teaches the inhibition of metastatic melanoma rather than the "cure" of metastatic melanoma. 
The state of the art with respect to the elimination of all cancer cells, or the absence of all 
metastatic cells is not well developed. One of skill in the art would readily accept that the 
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formation of metastases could be inhibited in an individual diagnosed with melanoma, but that it 
would not be reasonable to conclude that the instant invention would prevent metastatic 
melanoma in every individual diagnosed with melanoma. Amendment of claims 60 and 69 to 
recite a "method for inhibiting the development of metastatic melanoma in a patient having 
melanoma" rather than a "method for preventing metastatic melanoma in a patient diagnosed 
with melanoma" would overcome this particular ground of rejection. 

Claims 43-45, 56-76 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

Claims 43-45, 56-62, 68, 69, 75 and 76 include a genus of direct and indirect ETB 
receptor antagonists, and thus include any small molecule inhibitor which can act as an 
antagonist of the ETB receptor by directly binding thereto, or which can antagonist the ETB 
receptor indirectly by interfering with the downstream signaling cascade associated with the ETB 
receptor. The specification suggests the inhibition of caspase-8 as a downstream antagonists of 
the ETB receptor. However the specification fails to describe any molecule which can inhibit 
caspase-8 activation through the ETB receptor, which would be differentiated from the inhibition 
of caspase-8 activation by any other means not connected to the ETB receptor, further, the 
description of the known specific ETB receptor antagonists which are all peptide in nature fails 
to adequately describe the small molecule inhibitors which can directly or indirectly antagonize 
the ETB receptor because the genus of small molecule inhibitors are not limited to peptides and 
therefore can encompass natural and synthetic organic compounds found in natural sources and 
in various libraries. Claims 43-45, 48, 56-62, 68-69, 75 and 76 encompass the administration of 
ETB receptor antagonists which are not limited to the known antagonists of BQ788, IRL-1038, 
RES-701-1. Claims 58, 59, 68, and 76 exemplify that the ETB receptor antagonists include new 
receptor antagonists which have been identified in an in vitro assay. The specification and the 
art at the time of filing teach specific ETB receptor antagonists which are peptides, although the 
specification contemplates that the ETB receptor antagonists include small molecule inhibitors 
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(page 25, line 14) which are beyond the scope of peptide inhibitors or antagonistic antibodies. 
The specification contemplates a wide genus of compounds which can function as a ETB 
antagonist. The specification provides as assay to identify putative antagonists of ETB based on 
modulation of E-cadherin expression in vitro. However, neither the specification nor the prior 
art identifies specific inhibitors of ETB which are not peptides. The specification does not 
provide a nexus between a chemical structure and an antagonistic effect on the ETB receptor. 
Thus, one of skill in the art would be required to first identify the ETB antagonists which are 
small, non-peptide molecules before carrying out the instant methods of treatment. Because that 
which has not yet been identified cannot be adequately described, one of skill in the art would 
reasonable conclude that applicant was not in possession of a genus of small molecule 
antagonists of ETB on which the instant method claims rely. 

Claims 60 and 69 have been amended to recite the limitation "patient diagnosed with 
melanoma". This limitation lacks support in the originally filed disclosure. Amendment of 
claims 60 and 69 to recite a "method for inhibiting the development of metastatic melanoma in a 
patient having melanoma" rather than a "method for preventing metastatic melanoma in a patient 
diagnosed with melanoma" would overcome this particular ground of rejection. 

Claims 46-55 are objected to as being dependent upon a rejected base claim, but would 
be allowable if rewritten in independent form including all of the limitations of the base claim 
and any intervening claims. 

All other rejections and objections as set forth or maintained in a prior office action are 
withdrawn in light of applicants amendments. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Canella whose telephone number is (571)272-0828. 
The examiner can normally be reached on 10-6:30 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571)272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Karen A Canella/ 

Primary Examiner, Art Unit 1643 



